PCT/JP99/07106 

F ^NT COOPERATION TREA' v 



From the INTERNATIONAL BUREAU 



rL 1 

(PCTRule 61.2) 


To: 

Accictant PnmmieeiAnar f/\r Ps to rite 

United States Patent and Trademark 

Office 

Box PCT 

Washington, D.C.20231 
ETATS-UNIS D'AMERIQUE 

in its capacity as elected Office 


Date of mailing (day/month/year) 

01 August 2000 (01 .08.00) 




International application No. 
PCT/JP99/07106 


Applicant's or agent's file reference 
FP-DC-0041 


International filing date (day/month/year) 
17 December 1999 (17.12.99) 


Priority date (day/month/year) 

22 December 1998 (22.12.98) 


Applicant 

MIYAZAKI, Osamu et al 



1. The designated Office is hereby notified of its election made: 

| X| in the demand filed with the International Preliminary Examining Authority on: 
13 June 2000(13.06.00) 

| | in a notice effecting later election filed with the International Bureau on: 



2. The election | X| 

□ 



was not 



made before the expiration of 19 months from the priority date or, where Rule 32 applies, within the time limit under 
Rule 32.2(b). 





Authorized officer 




The International Bureau of WIPO 




34, chemin des Colombettes 


R. Forax 




1211 Geneva 20, Switzerland 




Facsimile No.: (41-22) 740.14.35 


Telephone No.: (41-22) 338.83.38 




Form PCT/IB/331 (July 1992) 




JP9907106 



THIS PAGE BLANK (uspto) 



0 



PATENT COOPERATION TREAT 

PCT 

INTERNATIONAL PRELIMINARY EXAMINATION REPORT 

(PCT Article 36 and Rule 70) 



Applicant's or agent's file reference 
FP-DC-0041 


irrtD niDTUFD A ^ Tinw SeeNotificationofTransmittaloflnternational Preliminary 
FOR FURTHER ACTION Examination Report (Fom PCT/IPEA/4 1 6) 


International application No. 

PCT/JP99/07106 


International filing date {day/month/year) 
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1. This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 



This REPORT consists of a total of 



. sheets, including this cover sheet. 



^71 This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have 
^-^ been amended and are the basis for this report and/or sheets containing rectifications made before this Authority (see 
Rule 70. 16 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consist of a total of 



1 



. sheets. 



This report contains indications relating to the following items: 
Basis of the report 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability- 
citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the international application 

Certain observations on the international application 



I 


L2SJ 


II 


□ 


III 


□ 


IV 
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13 June 2000(13.06.00) 


Date of completion of this report 

02 March 2001 (02.03.2001) 


Name and mailing address of the IPEA/JP 
Facsimile No. 


Authorized officer 
Telephone No. 



Form PCT/IPEA/409 (cover sheet) (July 1998) 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



InHHftonal application No. 

PCT/JP99/07106 



I. Basis of the report 



1. With regard to the elements of the international application:* 
| | the international application as originally filed 
the description: 

pages 1-13 

pages 

pages 



, as originally filed 

, filed with the demand 



, filed with the letter of 



the claims: 

pages 

pages 

pages 

pages 



2-8 



, as originally filed 

, as amended (together with any statement under Article 19 

, filed with the demand 



filed with the letter of 12 September 2000 (12.09.2000) 



IEI 



the drawings: 

pages 

pages 

pages 



1-8 



, as originally filed 



, filed with the demand 



filed with the letter of 



I 1 the sequence listing part of the description: 

pages __ 

pages 

pages ^ 



, as originally filed 



filed with the demand 



filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is* 

□ 

the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 

□ 

the language of publication of the international application (under Rule 48.3(b)). 

the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

contained in the international application in written form. 

filed together with the international application in computer readable form. 

furnished subsequently to this Authority in written form. 

furnished subsequently to this Authority in computer readable form. 

The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 



□ 
□ 
□ 
□ 
□ 

□ 
□ 



The amendments have resulted in the cancellation of: 

□ 

the description, pages 

the claims, Nos. 

the drawings, sheets/fig 



^ I I This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets, which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rule 70. J 6 
and 70.17). 

' Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report 
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Ity, inventive step or industrial applicability; 
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1 . Statement 














Novelty (N) 




Claims 
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YES 






Claims 








NO 


Inventive step (IS) 




Claims 








YES 






Claims 
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NO 


Industrial applicability (IA) 


Claims 






1-8 


YES 






Claims 








NO 


2 . C itations and explanations 












Document 1 : 


C. 


J. Fielding 


et 


al., ^Molecul 


ar physiology 




Of 


reverse choles 


terol transport", J, Lipid 




Research (1995), 


Vol. 36, No. 2 


, pp. 211-228 


Document 2 : 


P. 


E. Fielding 


et 


al . , * Unique 


epitope of 




apolipoprotein 


A- 


1 expressed in 


pre-beta-1 



high-density lipoprotein and its role in the 
catalysed efflux of cellular cholesterol", 
Biochemistry (1994), Vol. 33, No. 22, pp. 
6981-6985 

Document 3: O. Gursky et al . , "Thermal unfolding of human 
high-density apolipoprotein A-l: implications 
for a lipid-free molten globular state", 
Proc. Nat. Acad. Sci. USA (1996), Vol. 93, 
No. 7, pp. 2991-2995 

Claims 1-8 

Document 1 discloses non-lipid-bound human apo- 
lipoprotein A-I in HDL free of human apolipoprotein A-II, 
and a prebeta-1 HDL human apolipoprotein A-I monoclonal 
antibody. 

Document 2 discloses a monoclonal antibody against 
murine apolipoprotein A-I, which recognizes prebeta-1 HDL 
in blood plasma. 

Document 3 indicates that denaturation of human 
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apolipoprotein A-I is temperature-dependent, and describes 
alterations in tertiary structure at 5°C, 25°C and 40°C 
(see Fig. 3) . 

Creating a hybridoma in order to produce monoclonal 
antibodies, use of a monoclonal antibody to detect an 
antigen, and RIA and EIA as means of immunoassay were 
commonly known techniques before the priority date of the 
present application . 



It is also commonly known that HDL is lipoprotein 
including phospholipid, cholesterol, protein and 
triglyceride, and that human plasma contains HDL of 
various molecular weights, differing in the constituents 
therein, such as cholesterol, and the ratios thereof. It 
is therefore recognized that human plasma could contain 
HDL of a molecular weight of 150, 000 or less which is free 
of apoA-II. 



A person skilled in the art could easily conceive of 
selecting HDL of a molecular weight of 150,000 or less 
which is free of apo A-II from non-lipid-bound HDL free of 
apoA-II without restriction of molecular weight in an 
invention disclosed in Document 1 or 2, and create mono- 
clonal antibodies against this HDL of a molecular weight 
or 150,000 or less. 

A person skilled in the art could also easily 
conceive of a monoclonal antibody against human or murine 
apolipoprotein A-I disclosed in Document 1 or 2 as a 
monoclonal antibody that can detect changes in tertiary 
structure in 'temperature-dependent denaturation of human 
apolipoprotein A-I" as disclosed in Document 3, and use 
RIA or EIA for immunologically detecting said monoclonal 
antibody, applying the known techniques mentioned above. 

Moreover, the invention does not appear to offer any 
surprising advantageous effect by selecting HDL with a 



INTERNATIONAL PREOMINARY EXAMINATION REPORT 



1^7 



Itional application No. 
PCT/JP 99/07106 



molecular weight of 150,000 or less, 



Form PCT/IPEA/409 (Box V) (January 1994) 



i 



THIS ?m BUNK (uspio) 



PCT/JP99/07106 



R^ENT COOPERATION TRE 



From the INTERNATIONAL BUREAU 



PCT 

NOTIFICATION CONCERNING 
SUBMISSION OR TRANSMITTAL 
OF PRIORITY DOCUMENT 

(PCT Administrative Instructions, Section 411) 


To: 

ARUGA, Mitsuyuki [r^'l .. - l _. 1 
Kyodo biog. Sr-^-.- - / 
3-6, Nihonbashiningyocho l-chomeX^j^J^ 
Chuo-ku, Tokyo 103-0013 
JAPON 


Date of mailing (day/month/year) 

09 February 2000 (09.02.00) 




Applicant's or agent's file reference 
FP-DC-0041 


llvlrvjrv \ AIM 1 IMLJ 1 lrlL»/\ 1 IUN. 


International application No. 
PCT/JP99/07106 


International filing date (day/month/year) 
17 December 1999 (17.12.99) 


International publication date {day/month/year) 

Not yet published 


Priority date (day/month/year) 

22 December 1998 (22.12.98) 


Applicant -■. - 

DAIICHI PURE CHEMICALS CO., LTD. et al 



1. The.applicant is hereby notified of the date of receipt (except where the letters "NR" appear in the right-hand column) by the . 
International Bureau of the priority document(s) relating to the earlier application(s) indicated below. Unless otherwise V;v.--' 
indicated by an asterisk appearing next to a date of receipt or by the letters "NR", in the right-hand column, the priority ' V&i',- 
document concerned was submitted or transmitted to the International Bureau in compliance with Rule 17.1(a) or (b).'/; .A; 

'• ■ '. « : i\. 

2. This updates and replaces any previously issued notification concerning submission or transmittal of priority documents/ - \ ( : 

3. An asterisk!*) appearing next to a date of receipt in the right-hand column, denotes a priority document submitted ' , , 
or transmitted to the International Bureau but not in compliance with Rule 17.1(a) or (b). In such a case, the attention * 
of the applicant is directed to Rule 17.1(c) which provides that no designated Office may disregard the priority claim 
concerned before giving the applicant an opportunity, upon entry into the national phase, to furnish the priority document 
within a time limit which is reasonable under the circumstances. ( ' J. , : \ > " :f :; • 1 "\ * 

4. The letters "NR" appearing in the right-hand column denote a priority document which was not received by the International' 
Bureau or which the applicant did not request the receiving Office to prepare and transmit to the International Bureau) j ; \ 
as provided by Rule 17.1(a) or (b), respectively. In such a case, the attention of the applicant is directed to Rule 17.1(c) which;- ' 
provides that no designated Office may disregard the priority claim concerned before giving the applicant an opportunity, \ - 
upon entry into the national phase, to furnish the priority document within a time limit which is reasonable under the 
circumstances. - 



Priority date 



22 Dece 1998 (22.12.98) 



Priority application No. 



10/364295 



Country or regional Office 
or PCT receiving Office 

jp 



Date of receipt 
of priority document 

04 Febr 2000 (04.02.00) 



'4 

"ij-A 





The International Bureau of WIPO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 

Facsimile No. (41-22) 740.14.35 


Authorized officer . 

Marc Salzman r — ~\ 

Telephone No. (41 -22) 338.83.38 



Form PCT/IB/304 (July 1998) 



003095152 
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NOTICE INFORMING THE APPLICANT OF THE 
COMMUNICATION OF THE INTERNATIONAL 
APPLICATION TO THE DESIGNATED OFFICES 

(PCT Rule 47.1(c), first sentence) 



Date of mailing (day/month/year) 

29 June 2000 (29.06.00) 



To: 



ARUGA, Mitsuyuki 
Kyodo Bldg. 

3-6, Nihonbashiningyocho 1-chome 
Chuo-ku, Tokyo 103-0013 
JAPON 




Applicant's or agent 1 s file reference 
FP-DC-0041 


IMPORTANT NOTICE 


International application No. International filing date (day/month/year) 
PCT/JP99/07106 17 December 1999 (17.12.99) 


Priority date (day/month/year) 

22 December 1998 (22.12.98) 


Applicant 

DAIICHI PURE CHEMICALS CO., LTD. et al' 



1. Notice is hereby given that the International Bureau has communicated, as provided in Article 20, the international application 
to the following designated Offices on the date indicated above as the date of mailing of this Notice: 

AU,US 



In accordance with Rule 47.1 (c), third sentence, those Offices will accept the present Notice as conclusive evidence that 
the communication of the international application has duly taken place on the date of mailing indicated above and no copy 
of the international application is required to be furnished by the applicant to the designated Office(s). 

2. The following designated Offices have waived the requirement for such a communication at this time: 
CA,EP 



The communication will be made to those Offices only upon their request. Furthermore, those Offices do not require the 
applicant to furnish a copy of the international application (Rule 49.1(a-bis)). 

3. Enclosed with this Notice is a copy of the international application as published by the International Bureau on 
29 June 2000 (29.06.00) under No. WO 00/37632 



REMINDER REGARDING CHAPTER II (Article 31(2)(a) and Rule 54.2) 

If the applicant wishes to postpone entry into the national phase until 30 months (or later in some Offices) from the priority 
date, a demand for international preliminary examination must be filed with the competent International Preliminary 
Examining Authority before the expiration of 19 months from the priority date. 

It is the a pplicant's sole responsibility to monitor the 1 9-month time limit. 

Note that only an applicant who is a national or resident of a PCT Contracting State which is bound by Chapter II has the 
right to file a demand for international preliminary examination. 



REMINDER REGARDING ENTRY INTO THE NATIONAL PHASE (Article 22 or 39(1)) 

If the applicant wishes to proceed with the international application in the national phase, he must, within 20 months 
or 30 months, or later in some Offices, perform the acts referred to therein before each designated or elected Office. 

For further important information on the time limits and acts to be performed for entering the national phase, see the 
Annex to Form PCT/IB/301 (Notification of Receipt of Record Copy) and Volume II of the PCT Applicant's Guide. 



The Internati nal Bureau of WIPO 


Authorized officer 


34, chemin des Colombettes 


J. Zahra 


1211 Geneva 20, Switzerland 




Facsimile No. (41-22) 740.14.35 


Telephone No. (41-22) 338.83.38 



Form PCT/IB/308 (July 1 996) 3367393 
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A. CLASSIFICATION OF SUBJECT MATTER 

Int. CI 7 C12N 15/08, C07K 16/18, C12N 5/12, C12P 21/08, 
G01N 33/53, G01N 33/577 

According to International Pat ent Classification (IPC) or to both national classification and IPC 

B. FIELDS SEARCHED 

Minimum documentation searched (classification system followed by classification symbols) 

Int. CI 7 C12N 15/08, C07K 16/18, C12N 5/12, C12P 21/08, 
G01N 33/53, G01N 33/577 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
WPI (DIALOG) , BIOSIS (DIALOG) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to claim No. 


X 
Y 

Y 
Y 
PY 


Feilding CJ. et al . 

"Molecular physiology of reverse cholesterol transport" , 
J. Lipid Research (1995) , Vol.36 , No. 2 , p. 211-228 

Fielding PE . et al . , "Unique epitope of apolipoprotein A-l 
expressed in pre-beta-1 high-density lipoprotein and its 
role in the catalyzed efflux of cellular cholesterol", 
Biochemistry (1994) , Vol.33 , No. 22 , p. 6981-6985 

Gursky O. et al . , "Thermal unfolding of human high-density 
apolipoprotein A- 1 : implications for a lipid- free molten 
globular state", Proc .Natl .Acad. Sci .USA (1996) , Vol.93 , 
NO. 7 , p. 2991-2995 

Sparks DL.et al . , "Effect of apolipoprotein A-l lipidation 
on the formation and function of pre-beta and alpha 
-migrating LpA-1 particles", Biochemistry (1999 Feb), 
Vol.38 , No. 6 , p. 1727-1735 


1-2 
3-8 

1-8 
6-8 
1-8 


|^| Further documents are listed in the continuation of Box C. Q See patent family annex. 


* Special categories of cited documents: "T* later document published after the international filing date or 
"A" document defining the general slate of the art which is not priority date and not in conflict with the application but cited to 

considered to be of particular relevance understand the principle or theory underlying the invention 
M E" earlier document but published on or after the international filing "X" document of particular relevance; the claimed invention cannot be 

considered novel or cannot be considered to involve an inventive 

document which may throw doubts on priority claim(s) or which is step when the document is taken alone 

cited to establish the publication date of another citation or other M Y" document of particular relevance; the claimed invention cannot be 

special reason (as specified) considered to involve an inventive step when the document is 
"0" document referring to an oral disclosure, use, exhibition or other combined with one or more other such documents, such 

means combination being obvious to a person skilled in the art 
M P" document published prior to the international filing dale but later u &" document member of the same patent family 

than the priority date claimed 


Date of the actual completion of the international search 
13 March, 2000 (13.03.00) 


Date of mailing of the international search report 
21 March, 2000 (21.03.00) 


Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 


Authorized officer 
Telephone No. 



Form PCT/ISA/210 (second sheet) (July 1992) 
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Category 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No, 



Miida T.et al . , "Mechanism of transfer of LDL-derived free 
cholesterol to HDL subfractions in human plasma", 
Biochemistry (1990) , Vol.29 , No. 46 , p . 10469- 10474 



Bekaert ED.et al . , "Competitve enzyme inhibition 
immunoassay of apolipoprotein A-l: use of monoclonal 
antibodies", Clin. Chem. (1988), Vol.34 , No. 6 , 
p. 1030-1035 
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Form PCT/ISA/210 (continuation of second sheet) (July 1992) 
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THE FOLLOWING IS THE ENGLISH TRANSLATION OF THE 
ANNEXES TO THE INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT : AMENDED SHEET (Page 21) 



# 
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Claims 



1. A monoclonal antibody reacting specifically with (1) 
a human apolipoprotein A-I occurring in HDL which contains no 
human apolipoprotein A-II and has a molecular weight of 
150,000 or less and (2) a human apolipoprotein A-I not 
binding to a lipid. 

2. The monoclonal antibody as described in claim 1, 
wherein the HDL (1) which contains no human apolipoprotein A- 
II and has a molecular weight of 150,000 or less is prepl-HDL. 

3. A hybridoma for producing the monoclonal antibody as 
recited in claim 1 or 2 . 

4. An immunoassay method for a human apolipoprotein A-I, 
characterized by reacting the monoclonal antibody as recited 
in claim 1 or 2 with a specimen. 

5. The method as described in claim 4, which is 
performed through RIA or EIA. 

6. The method as described in claim 4 or 5, wherein 
measurement is performed before and after heating the 
specimen, and the amount of reduction or percent reduction 
after heating is determined. 

7. A reagent for assaying a human apolipoprotein A-I 
containing the monoclonal antibody as recited in claim 1 or 2 . 

8. The reagent according to claim 7, which is for RIA 
or EIA. 
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Minimum documentation searched (classification system followed by classification symbols) 
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Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
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Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 
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Y 



PY 



Feilding CJ. et al . 

"Molecular physiology of reverse cholesterol transport " , 
J. Lipid Research(1995) , Vol.36 , No. 2 , p. 211-228 



Fielding PE . et al . , "Unique epitope of apolipoprotein A-l 
expressed in pre-beta-1 high-density lipoprotein and its 
role in the catalyzed efflux of cellular cholesterol", 
Biochemistry (1994) , Vol.33 , No. 22 , p. 6981-6985 



Gursky O.et al . , "Thermal unfolding of human high-density 
apolipoprotein A-l : implications for a lipid-free molten 
globular state", Proc .Natl .Acad . Sci .USA ( 1996) , Vol.93 , 
No. 7 , p. 2991-2995 



Sparks DL. et al . , "Effect of apolipoprotein A-l lipidation 
on the formation and function of pre-beta and alpha 
-migrating LpA-1 particles", Biochemistry (1999 Feb), 
Vol.38 , No. 6 , p. 1727-1735 
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earlier document but published on or after the international filing "X" 
date 

document which may throw doubts on priority claim(s) or which is 

cited to establish the publication date of another citation or other T 

special reason (as specified) 

document referring to an oral disclosure, use, exhibition or other 
means 

document published prior to the international filing date but later 11 &" 
than the priority date claimed 



later document published after the international filing date or 
priority date and not in conflict with the application but cited to 
understand the principle or theory underlying the invention 
document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such 
combination being obvious to a person skilled in the art 
document member of the same patent family 



Date of the actual completion of the international search 
13 March, 2000 (13.03.00) 



Date of mailing of the international search report 
21 March, 2000 (21.03.00) 
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